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Washington, DC 20231 
Sin 

I, Kenneth W. Locke, PhD., hereby make the following declaration: 

1. ! received a PhX>. degree in Pharmacology from me Emory 
University School of Medicine in the year 19&5. 

2. I have 20 years of experionoc in the pharmaceutical industry focused 
primarily on drug discovery and the preclinical sod early clinical development of 
cove! therapeutics. Each of the positions described below has provided me with the 
skilJs, experience and insight to identify promising drog candidates. My career in 
we p ha rm ac eut i ca l industry began at Hecchst-Rcnseel Phanneceoncab. Inc., 
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beoding laboratories for analgesics and anti ^nfl a m n m tDry, and later Alzheimer's 
disease, drug research, la 1989, I joined fotenwwon Fhnrmaramcala, tut*, as 
Manager, Bchsvumd Ne nr ose icnoc , taking on positions of managing rcsponsibflity 
over the next 11 years. Before leaving foteraeurun, as Executive Director, 
Preclinical Development, I ww responsible for all aspects of pmBnical 
development fcr the company's drug portfolio, as well as for mflnemgng candidate 
evaluation- fir 2000, 1 joined Taoabe Research Laboratories IL&A^ Inc., as Vice 
President of Research, to coordinate the research efforts ufchemtsts and biologists in 
identifying novel drug development candidates, I am currently employed by 
MediciNova, Inc, die assignee of die above*eferroced patent application, with 
offices located at 4350 La JoUs Village Drive - Suite 9SQ. San Diego, CA 92122. 
My cuueot tide is Senior vice President. Portfolio Management* 

3. I am named as a co-inventor of the invention claimed in fte abovo- 
refereuced patent application. I have read the contents of the Final Office Action 
mailed May 19, 2005. I have also been apprised of the Ewmir^s request, made to 
assignee's counsel on August 30, 2005, to provide this declaration directed to the 
superior solubility properties of the claimed onhnrbombic crystals of 4~{6*scetyl-3- 
[3K*«c(^l-3*yd^ aod 

(also referred to in the spe cifi c ation of the above-referenced patent application as 
Fo«n AX as well as the results of certain experiments that are described in Appendix 
A, attached hereto* 

4. As described in die specification of the abovo-rcferenced patent 
application, for exa mp l e , at page 9, Example 4, the claimed method provides 
artbnrbumbic crystals (Form A) that exhibit physical characteristics which are 
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different ton those displayed by unfleagpd monoclone crystals. For instance, the 
desired onharfcombic crystals displayed greater and unexpected solubility compared 
with the undefined mpn o cfinfc crystals of Form B. For example, ar 30 °C the 
solubility of Form B was calculated to be 64 gfU while Oat of Form A was 
calcalated to be 15.7 g/L-thatis»at30°C,tiie claimed onhmhnmbrc crystals 
displayed mors #m twice foe solubility of the uadesired monoclone crystal* TWs 
physical characteristic of greater solubility is also observed at 22 *C and at 40 °C. 

5, I would also like to drew the Bmtontet^ attention to Figntee 6 and 7 
of Appendix A, attached hereto. These Suites depict powder x-tay difiractkm 
(PXRD) analyses of tablets made from die classed urtborbombic crystals a&d fee 

- undefined moflocKntc crystals* respectively* As can be readily seen from these 
figures, the crystalline structure of the two forms, Fonn A and Form B 7 are retailed 
in the raano&cture of the respective tablets, ft is therefore reasonable to assume feat 
the gteater solubility characteristics of the claimed ortirahombic crystals axe retained 
in the tablets, which in turn would offer a benefit of greater sotebili^/bioavaflsbility 
of active drug to a pariear. 1 

6. Other aspects of the Appendix A, which are noteworthy, are Figures 2 
and 5. Fictne 2 denicts die P3C&D analyses Sir ***** claimed orthoAomhic crvstals 

(Form A) versus undestred moa o clinic crystals (Form B or Form Q. Note, fbr 
example, the three singlet peaks ftn\Form A between about 11,5 and 16.0 (2-Tbeta 
scale), wheieas Forms B and C (both moooclirtic) exhibir three doubler peaks in the 
same region. Figure 5 depicts differential scanning calorimfitry (DSC) thermograms 

1 Dissolution cxproiaatfB using tabids n*do ftotn djftocnr polymorphic fenns of 4^6-acc^3^4^c«yJ-3-tedroxy- 

add were mcoueluB* ve because tablets were fftawftctuitd with 
*i4&Jy efferent penjde sizes for the wo polymorphic fonn*. The pamde sfee used for foe i reroufe rtii re of a wbto 
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of Forms A versus B (including tables made from tbc two forma). As can be seen 
ftom Figure 5 , tbc phase tr ansition for Form A crystals occurs at a lower temperature 
than Form B crystals, ft rosy be inferred from Asm results that Form B is to 
fofinuodyrrarruoOtyfevonri^^ 



which have bean shown to exhibit distinct physical and chemical cbmcaristics 
ftorn tba aodegfaed reaooclimc forms, feetadng a greater solubility rel&tive to 
undefined mopoclmic ctyatala* 

B- I declare that afl s t atemen ts made herein of my own knowledge are 
true and that all sratrnicntg route on inftmnmiqn and beKof «» behoved to be true, 
and fartbot, Oat these gtatemoma were made with Ac knowledge that wiOftl &lse 
statsmema and die like so made arc punishable by fine or irnprisorimaQt, or both, 
under Section 1001 of Title 18 of the United States Code, and thai such wfllftl fclse 
staremems may jeopardize to 
the abovc^iefeteaced patent application. 



ftoinFiraA^mcrethaplW Thetasojurion 
profile of the tabko icsted we depleted » Figure 4 of AppcqdUA,«md>c4 berw. 



In summary, the claimed method provides orthorhombic ctyvtats 



Dated: 





Keroctb W- Locke, PH-fr 
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